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£J (57) Abstract: o-Anisamidc derivatives which serve as peroxisome proliferator-activated receptor (PPAR) agonists, in particular 

^ human PPAR agonists, and are efficacious in preventing and/or treating metabolic diseases in which they participate (hyperlipemia, 

O diabetes, etc.), acid addition salts thereof and a process for producing the same. Namely, o-anisamide derivatives represented by gen- 

^ eral formula (I), pharmaceutical^ acceptable salts thereof and hydrates of the same, wherein R represents carboxy, carboxymethyl, 



CH 2 CHXCOY (wherein X represents mercapto or S(0) n Me wherein n is 0, I or 2; and Y represents amino or hydroxy). 



WO 01/21578 Al lllMBllBliMillllllllll 



(57) 5*-): 

mft&®fcx-&z^fr**i' y J-k®mmm&<b&®i£ (ppar) & 
-aaa ( 1 ) 




[iScK Rteftju***;/^ £;u#**>* ch 2 chxcoy(c 

:tXli^^7 h^Xti S(O)nMe(n=0,l X 2)£ > Y 7 J g 
t5, 
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BJ§ #ffl * 

#(PPAR) Hilt h PPAR fPfifrlH Ztlt>(DM-$t 2>mmitlL& J P 

^;i/#*>>^-Ai|*iIlSlr£&<bgg# (PPAR) iiT^D^ K£g 
tf\ l/f;-f Kggffc^-tf-'f * Kggft^ |i] 4i td l*J § g # 

Ateti. Acad. Sci., 1992, 89, 4653) 0 -©1*3 PPARa: li JJgflfi^© P 
B»^n (Endocrinology, 1995, 137, 354) N Hi it © ft if *ffl 

ms©^ii»tciijti- yn>? (ak aik cud jus* © 

»S£jE bT * fc PPARr J!i Sfi SUBS £ fli SB ^ b "t 

^xmmmmo^itizm^- it u. /;//>;</. #es., i996,_37, 

907) PPARcD^T-f 77 7- - A # v> TArR 
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^(C, PPARa©y v ZTt> F T^ttjQifrK^fc^ttJfiJffiJfiLS 
SIU 6£J!!Jft}M0tf an££2: UfcJIESf c h#fg££ft 

T£D («/. *i'o7. Chen., 1998, 273, 29577) , PPARa©rS£Hb 

A* PPARr t> > PPARr ®<E3f Stt-fb^ii^^-e-s 3 t^JpJW u 
T£b {Endocrinology., 1996,137,4189, , 1995, 83. 803 R V 

813) PPARr ©?Sttfci:JfiL»ffiTttffl £®Mm&& < *«£ftr^ 
S o 

£ a a PPAR i: ^ 3 fe^H'? fa t h PPAR £ 

ffitt-fbf S-fb^«i4x JfiL^flifC (3i/7fD-^SlF*Ml) ffi 

PPARa© U F h U T PPAR a t *f t £ Sffltt * *j 1" S <b£r $J i: 

(8-HETE) &t>* 8-t FD^^x>f3i7^>^x>i (8-HEPE) #$g 
^£ftT^5 (Proc. Natl. Acad. Sci., 1997, 94> 312) • 

W0-97/25042 ^££>* W0-97/36579 #$8£ £ tit V> 5 # N Mnfe 

#$&BJHb£- tJhlimM^Pti-r § i: i: * tc, ftftf^fflaifeftbt 
ft MBS 60-51189 ^> ^IgDS 61-267580 fSVItH 3 ! 1 1-131169 ^ 

ft * #$gnjHb £^ £ &mm & m tc -r s * © -e & § c 
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t h ppAR^m^ffl^^ Lftm&mmmmmt Lxmm-z&zzt* 

gp*b#^0JlkU ( 1 ) 



Rii*;i/^*^^S> w ch 2 chxcoy ( z z 

T-Xli^^7hSXIi S(0)nMe (n=0,l Xli 2)1, Yli7^S 

3 Jfi 14 fllffl © * © T? & o T , £® &0iJ X. K 7" ;i/ * 'J ( 1- h U 

#$BliJi£i3tt<&-flft5£ (1) OtR* 5 CH 2 CHXC0Y T' & Mb 




0) 
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#$Bi!J!£«fcixli±fB-Jift5S; (1) T-fc&'fb£$H3\ ttT<DHC** 

ufc^&nj: smmtzz t^t-tSo 
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3tr 



(i-«) 





Moerweln 
ArylrtionfiJt 



O0NH, 



(1-b) 
R2=O00H. CHjCOOH 



t 



(R4=alkyl. 
aralkyl*) 



(X,=CI,Br) F » c 




(X,=CI.Br) 



NaSHe 

XttKSAc 



NaSlfo 




(^(X^SAe) 



■Hbxi* 



DMft 

2) 
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m*>. -aaa d-a) "cm2tiz{b&®\t. ±Btc* ufcut-g 

*;i/#**>;i/a£©£$£j&£fr-5»££t±, tiUbtr^^s, £p 

i£V i/ * n is )l % V J I K , l-[3-( >* ^ 5 1 ;i/ T ^ J ) 7* □ £ 
;i/]-3-x^;i/*;i/3}?^-f s FSIl.yr; y >|yxfjK>;7i 

mm* y £a^©t;u£ v&mmmm, x&t:y^>, Mjxfji/ 

T 7 ^ >$?©*3*ffl£#ifetf *>ft3o ffiflDflJfc UTtt, N-t h'P*:> 
^ > ^ h U N-t K D * 7, >? i/ > ^ K ^ 3,4-^* fc K P 

-3-t K P *ci/-A--t ^ 7-1,2,3-^ > V h 'J7y>|^$lff,n^ 

ITft flmiTkiHb:*- h y ^MOTJi/* y ^JSzkSHbtK j^^ 

* y t> Lmv>T)\,-h y &ji^&js^ xii^y^>, Mjxf;i/7> 

-20°C~l00°C, IffSKfiO °C~i£-eHlt5Z £ #T* § £ Q 

-«5^(i-b)"r-^^ns{b^fti±,il^©sift;^J*ffl^fcK^^^ 

* y £ ^Rflsfi,iflK'fb*0*ffl^T □ Ait&ffl© Jones 
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r i ^^jy^Mo^it mmitm, m, mstm^ms 

ffi^*;u>^*>f ;i/^f-;u££g&&;d<K'fb* h y ^ a £ ti 7k iHb 
50°c~?§&ild«jg> gjcjsafcurtt, T;nn-;u-7k^ 

x *y-;i/30 «t D HJfir § CI h # f # § 0 

#ST(CSE-329kPa T*3t tcT ^ y #( l-c) t U iWW > 

7U Is -4 is 3 XMeerwein Arylation)£Jfo £^7 gtc NaSMe £f£ 

|J l/^>3> (Meerwein Arylation)£jfo li N Mtl LTff £ fife T ^ 

y *? A^ommmmiz & d ^T^bbfcgK ij^t => kx«7 

5 C (c«t D ff o Z twe % So MIC* ft fix NaSMe 

iJD^-ji^-r^c fclcj; DH5£-f3C ^t-ISo Xxxt 1 ;!/ 
ft-C<fci>(l-e)li> TkSHb U^^A, TkiHb^ h »J *A N 7kiHb£ 'J 

* A$©jssxiijg^ iiioi©$4T, Mia-iD^ii^o^ 
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^t-tSo x-f&>3>(\-d)<D*x 2 &T-t?-to?-*m(Dm&T ^ y# 

(l-c) > 7 U 1/ -f ^> 3 XMeerwein Arylation)£jfo £ 

ft-otzm, f-tmm* v v&ztz.**) wmtzzt 

1t->^*> ^-srcxnmtzzt&xzzo 

-JKS(l-f) X 3 f-toXto? 4 -to, * f- to 7s to * - ;i/ 

t*& sn^&tfd-gK-Hi* *i5<b£^te,^*i^ft*@^-r s-j&a; 

(l-d)0(fX 2 AM f;i/ftlSlF(l-e)T*I^ ft & £ji^btl£ffl 
i^tSft U *5fi:&«ll0*^lllt5u i: C«fc D iilt £ C t&X 
15. ^^<b^J i: ITI^ jfl»^**7kx ifl£ASKx SiSfSL m- 
£ D D3BS5JJftSK(iCPBA)^A«*»f &n«o SJfclis 0Jx. 
tfJSfb^ 3 1 b *dd*;1/A n #Kx?-;i,3?*, 2k#T~£®fc: 
efc DHIfc-r* C tifiX § 5o X> ><*(n=2)tiu ja*J©iflK-fc 

M(wi5)^^{b-r 5 z tiz&vmzzt&xgZo xx-xrtomt, 

zkKfljUf-S A> * 8Mb:*- h U zkRfls* 'J £A^©Jt^Xli 
tSC iiCJ: D IB S-r**;i/ l-g)CH< C i: # T* £ S „ l§] 

m-m&a-f) ®*x 3 &* to*? vm<Dm&\z, is^ts-is^ 

(l-d)cD + x 2**7 > -bf-;i/* , c* *-fb^«j*zk»^b 'Jf zk^<fb 

^h'J^A, 7kSMb£'J^A N 7>*-7*?CDiS£3UitIKx B&R 
I©|0#4T, 2k#T~£ffi©iSK&ftT*J0zk##-r 2>£ ^ tC J; 

t)m%tz>*toi37hfaizm<zkvxzz>o 
miz7,toy * -tofo(i-f,n=\)\,z%$nz&fcm&mt^ : gmib, 

GOAti^-lf^DavisJiSlI ( J.AB.Chem.Soc, 1992, 114, 1428) N 



WO 01/21578 



PCT/JPOO/05950 



9 

1 ) 




5-*;i/ 5. ;U-2-^ h*J/$J&§» 1.00g> mb-*f-i^> 50ml ©!i 
b 'Jif;i/75 > l.OOmK * d Dliif ;i/ 0.60ml fcfln 

^ > 1.17g ©fflfls* 1/ > 10ml £in*.,3Slc3ia-e 3 BSHJf # 
;K : g£$x?-;i/ = l : l ) t ^ x ;i/x - t- )i- 

w?m*?)\'-^*y><DM&®m-(:n&mLm&i&&t u i.46g 

CD 5-tf;t/ ^ ;u-2-p< h^->-N-(4-h 'J 7 o ^ f- > ;u )^ > 
XT * K &»fc 0 
1K£ 116-117°C 
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Ttmfttirfe (%) C 17 H 14 F 3 N0 3 

It ft* (%) C, 60.54; H, 4.18; N, 4.15 

mmm (%) c, 60.8O; h, 4.09; n, 4.28 

;v)^>X7U' 500mg (C T -tr h > 20mk >* a - > X ( Jones )1£ ^ 
0.5ml §JD;U 2 5ftmmW, miZ^3-yX(Jonesmm 0.2ml £ 
fiD* 3 5fr?$mftVtzo BiJfomiZTk 100ml %tox.mt*?-U> {'}> 
m<DTM h >Unxfc) 100mlx2 fSffi bfco £ ISln&JlTk 50ml 

**y-;i/ = ioo: l, * ; -)imm) x-mm'&, ^*V> 

-7t h>t-B^^U@fi<]tl^fi6^1i:bt 270mgf#£ o 

235. 5-236. 5°C, WM##f1iI m/z 353 (M*) 
KmfrtirlM (%) C 17 H, 4 F 3 N0 4 
H-mi (%) C, 57.79; H, 3.99; N, 3.96 

mmm (%) c, 57.99; h, 3.95; n, 4.01 
(nmm 2 ) 

4- A h *S/-3-[N-(4- h »J 7;i/tD^f;K>y;i/)]*ji//\ ,; E^^7 x 



0 




S£n© 5->7^f;i/-2-^ h Jry^Ifi 2.55g £ ^ * 
i^7; K 50mK 4- h U7j^D ^ > 2.57g, f> 
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77 'J >K^x^-;u 2.66g^ h 'J x^^T 7 5. > 2.00ml *JDx.^K^T 

20^ £&6ttMjtJtufc. s^ixfiK- 

^x-T^-e^Hfl^ ^^llfeSitlT 4.44g 0 5->7^ 
^;i/-2-^ h *>--N-(4- h 'J 7;^D/fM>y^H>X7 ^ K 

124~125°C 
Ttmfrtifm (%) C 18 H 1S F 3 N 2 0 2 
fHHS (%) C, 62.07; H, 4.34; N, 8.04 
HiM (%) C, 62.03; H, 4.27; N, 7.99 

5-*>7 7 7 ^;i/-2-7 h * ^-N-(4- h D 7 d 7 y v 
^>X7; H 484mg Id^ 7 -;u 10mK30%jg^<b7km7jc 0.6mk0.1 
mol/1 ymibi- b U «7 A 5ml fcflD;^ 5 0°CT- 1 B#ll§£!#&, 
30Xii^'fb7Km7K 0.6mK 0.1 mol/1 TK^ft^ h'J-^A 5ml £j!jn;L 5 
0°CT-3 OftmmWLtzo £Jfo$£7Mc&§, S^^xf-;i/f«Bffis 

7* -7 7 -(:> 'J * T^Ki&fl^ ^ b > : 7 * 7 -)]/ = 100: 1 —50:1) 

h 'J 7 f jK>^^)^>X7 ^ h* 318mg * ft 7c 0 

IK^ 192~193°C 

Ttmfrffim (%) C 18 H 17 F 3 N 2 0 3 

tmtffi (%) C, 59.02; H, 4.68; N, 7.65 

nmm (%) C, 58.87; H, 4.56; N, 7.63 

5-#;i/^€-r ;u7 f-;u-2-7 h =*^>-N-(4- h iJ7j^d^m> 

y;H^>X7 ^ K 700mg 7 -;u 21ml> 1 mol/1 foWtib* b 'J 
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£ A7k&?£ 7ml fcflD* 1 8^KSD^3§^bfeo fczfcKS ^ 

SflxfJK-^ HfczkJBfc 2 mol/1 H&T* pH 1-2 CRfi tfc 

&{b^ U >1?f?l£fl U h IT glfttJ 435mg *mtz 0 

167~168°C 

Ttm^mm (%) c 18 h 16 f 3 no 4 

stnm (%) C, 58.86; H, 4.39; N, 3.81 
(%) C, 58.72; H, 4.34; N, 3.86 

(mmm 3 ) 

5-[2-*;i/^^ -f ;i/-2-(^f;i/f^)xf;H-2-^ h **>-N-(4- h 'J 




2-^ h *S/-5-- h D$m#K 17.2g <Di&4t* =f- 1/ > 35ml 
C 4r If l) Jl/ £ O 'J h* 35ml St) 1 '^^ f^^iVAT ; h* 1 ^ £ JD /L s 

7 ^ K 150mK h 'Jxf ;i/7^> 15mK 4- h 'j7i^n^f;K> 

^ > 16. 9g ^mx, mux- 2 BSiuuf # Lto Kj&fc&3k£a 

£ N KKxf-;uT-ttiai Ufc 150mlx3 o MM.m*&, fig 10 A % * T* li 
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BlUfco ^i6^B B a i:bT 2-^ h **>-5-- h n-N-(4- h U 7;i/tf 

D ^JK>yjl/H>X7 ^ K 26. 6g £f#fc 0 

Kjft 108-109°C 

7G*a*r* (%) C 16 H 13 F 3 N 2 0 4 

ffl-gg (%) C, 54.24; H, 3.70; N, 7.91 

nmm (%) c, 54.27; h, 3.73; n, 7.98 

7^3>f iITs2-^ h*>>-5-n h o-N-(4-h l ) 7)]/*n*? 
jK>>>'^H>X7 ^ H 26. 6g 270mK 10X^5 ^ »> 

Aj^it 2.6g ^snx. fc^x *^#;*s8i Ls 7km^7smm%T^.uc 

5-7 5. y-2-* h **>-N-(4- h U 7;^O^JK>^;H^>X7 

^ K 24. 5g £7#fco 

Mj& 115~117°C 

^S?l#tfr1ii (%) C 16 H 15 F 3 N 2 0 2 

ft#m (%) C, 59.26; H, 4.66; N, 8.64 

mmm (%) C, 58.96; H, 4.57; N, 8.68 

5-7 S. J h * *>-M-(4- h U 7 )l* U * ? > V )]/ )^ > X 

7* ^ K 2.26g ©7-tr h > 27ml # y -;U 11ml fcift£*iftT* 

47%JMbJ!KaS&$Sift 5.6mK MffiMi- h 'J A 540mg, tK 2ml £ JO* 
1 0#HU«#bfco EJfcfcCT* ' K 3.00g £flQx. 3 0 °C £ 

t?aor»Ufc«x ■Mb*-* l35ig*'J>U1"oin*., M(C3 0 o CT-2 
ERaTJIlfHUf # bfco *§&£MiE@:£b, g^tc 25%7>*-7*£ 
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&&SfcUT 5-(2-7D^-2-3!j;i/A , t'f;i/xf-;i/)-2^ h**>-N- 

(4-h'J7;i/^D^f;K>^;i/K>X7^ K l.55g £f# fc 0 

B&£ 192~193°C 

7tm##ffil (%) C 19 H 18 BrF 3 N 2 0 3 

fr£H (%) C, 49.69; H, 3.95; N, 6.10 

m$m (%) C, 49.65; H, 3.82; N, 6.11 

5-(2-^P j ;i/x^;U)-2-^ h *^>-N-(4-h D 7 ;i/ 

^D^/K>i/*jl/)^>X7^ H l.OOg lex* J — ;W 60mK NaSMe 
200mg £jjQ;L 3ttMiin*lfc&%&x -BfcJ&SLfco $&£ttES&U 

^=1:6) f*ii^L> Jfcfefciifc UT 865mg 
152. 5- 153. 5°C 

Ttm^mm (%) c 2 oH 21 f 3 N20 3 s 

(%) C, 56.33; H, 4.96; N, 6.57 
(%) C, 56.42; H, 4.97; N, 6.55 

5-[2-£ -T ;i/-2-(^ f ;i/7/i/7^-/i/)xf ;v]-2-^ b 
N-(4-h ij7;i/tn^;K>i;ji/)^>X7; K 



0 0 




5-[2-*;u/n*^e ;i/-2-M )x^;i/]-2-/ h * *>-N-(4- b 
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mCPBA 368mg £ jjc ftTflP X. 3 B#IHJt# b fe o SJSfllfcfiSfilM*, 

;W ifi ft : ^^y-;i/ = 50:l~20:l) T-JSKU 

bt g6« 486mg £*§fc 0 
1Hj& 170-171-C 
Tcm^^ffil (%) C 20 H 21 F 3 N 2 0 4 S 
IHUtt (%) C, 54.29; H, 4.78; N, 6.33 

mmm (%) c, 54. ii; h, 4.72; n, 6.40 
(mmm 5 ) 

5-[2-t7;i/;n*^ ;i/-2-(^f-;i/^;i/*-;i/)oif-;i/]-2-^ h **>-N-(4- 

MJ7il/^D^;K>yjl/)^>X7; H 




5- [2-77 -Y ;i/-2-(^< f ;m;i/7 -y — ;i/)x.?-;i/]-2-^ h 
-N-(4- h 7WD^ f;K>^;i/)^>X7 ^ h* 274mgt;:tfHb* ^ 
1/ > lOOmK mCPBA 155mg £JP;i 3 Btfigif # bfco SUB^tfiSWMW 
7k£2}P;i^ ^»«5*»*bfco *!$Ji£fS*n£«7]<> gSlD^^TKT* 

f ^f;i^$*7A7D7h^77^f - (S/'Jfc'OK ttft.^f- 
U> : ^^y-;u = 50: 1-20:1) tliU ^fe^^ i: Ltlfi* 
201mg fcfffco 
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219~220°C 

Ttmnmrn (%) c 20 h 21 f 3 n 2 o 5 s 

fMHil (%) C, 52.40; H, 4.62; N, 6.11 
£$Jff[ (%) C, 52.24; H, 4.52; N, 6.09 

(mmm 6 ) 

5-(2-*;u^* j e^ ;i>-2-* r h ji^;u)-2-^ h *>>-n-(4- h ? 



5-(2-r D ^E-2-7b ;i/A*^6 ;nfM-2-^ h **>-N-(4-h U 7;i/ 
^•D^;K>yJH^>X7^ K l.OOg >^i|T^f h 

HFD77> 80mK 'J ")A 368mg £fla& 6 B#fg^S}f 

t LX S-iZ-T-bT-Jl^X-Z-lUl^^j ;i/x^;i/)-2-^ 
h ^^>-N-(4- h 'J 7j^o^f jK>^;b)^>X7 ^ h* 904mg£f# 

fee 

g££ 159-16TC 

7Uflt##riii (%) C 21 H 21 F 3 N 2 0 4 S 

tt-^fil (%) C, 55.50; H, 4.66; N, 6.16 

mmm (%) c, 55.32; h, 4.58; n, 6.18 

5-(2-T * 3- )l -2-ti )l J* -< ;i/xf ;i/)-2-^ h * ^-N-(4- h 
'j7il/tD^;K>^^)^>X7; K 300mg l:7Jl/3">#l^Ts 
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mmr >*-t * * j 30mi *m?L 3mm&um,&vtzo®m% 

It 195mg ©gfttf£f#fco 
MjA 159~161°C 
7Cfli##ffii (%) C 19 H 19 F 3 N 2 0 3 S 
ffl-** (%) C, 55.33; H, 4.64; N, 6.79 

mmm (%) c, 55. 08; h, 4.63; n, 6.82 
(mmm 1 ) 

3-[4-^ h 3->-3-[N-(4-h 7 )V^y V 4 

;i/7x^;u]-2- 7-utT7t->^ 




5-T 7 -2-^ h *->-N-(4- h 'J 7 )]/* D ^ f- ;i/ ^ > ;i/ K > X 
T ^ K 17. 3g 07t h > 170ml RXf * * J -;u 85ml ?g$£*-Jtft 

%i Ts m^fcykmmmm 43mu ^st^ h »; ?a 4.i5g v^mm 

17ml fcfln* 1 0#fijf # Ltzo £Jfo$£T7 U 26ml £ 

flu* 3 Otl^JD^lfct, SHfclg-iE 1.04g Z'PLt-oMz., M 

\z 4o~5o°ct' immQmmwLtzo »«Efc«E®su £££f- 25% 

bfco UT 2-7D^-3-[4-^ h * *s -3-[N-(4- h U 7 
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3^x^)1 io. 3g -&ntzo 
no-nrc 

TtmfttixU (%) C 20 H 19 F 3 N0 4 

Wc%& (%) C, 50.65; H, 4.04; N, 2.95 

nmm (%) c, 50.74; h, 3.86; n, 3.05 

2- 7D€-3-[4-^ h *S/-3-[N-(4- h >J 7 )V* U * )\,^y V fr)] 
A;i//t€^l/7i-jl/]7Dt:^>|^jl/iXrJl/ 2.00g izMik 
*9 J-fr lOOmK NaSMe 380mg *m X 6 Btfgflngfcjl^ b 0 

ff ^>tifci^^7J7A^D7h^77^ - -sow 

^*+>-> : »Rxf-;i/ = l:l) t?*i8!U M&te&t It 3-[4-* h 
* ->-3-[N-(4- h'j7 n ^ 0-)]/^ > v ;i/ )]£ ;i/7 x n 

;H-2- 7-d t:^->^^^;uai^^;i/ i.23g ^fffco 

127~128°C 

Ttmfrvtm (%) c 21 h 22 f 3 no 4 s 

tf^fiS (%) C, 57.13; H, 5.02; N, 3.17 

nmm (%) c, 57.01 ; h, 4.91; n, 3.19 

3- [4-^ b * *>-3-[N-(4- h iJ7;^D^M>^;i/)]i/ji/nt 
j )17 x.-)U]-2-(^ f;i/f^)7Dt^>|^jl/i^rJl' 300mg 
\Z.*$ J -)V 7mK 7kmih 'Jf 7A 33mg ©7k?£?& 3ml 1 B$ 

^£ tc 7k £ flD £ ^ bfeo Tkil £ 2 mol/1 

g?x- phi-2 dans^ v^?fr^-T)iX'temLtzo %ffim*7kfov 

fc*Sfl£^*+7->-:P-tr h yxn&ik U&6*SH£ UT @l$tl239mg 

£ff tZo 
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m& 170- 171 °c 

itmftttm (%) C 2 oH 2 oF 3 N0 4 S 

Sf-*tt (%) C, 56.20; H, 4.72; N, 3.28 

flfflUB (%) C, 56.14; H, 4.56; N, 3.20 

(mmm s ) 

3- [4-* h *^-3-[N-(4- h U 7 )\/iru * ;i/ ) ] # ;i/ a* * >f 



0 0 




-f/l/7 □i^;u]-2-( ^ f;i/ft)7D 1.00gtZT-te h > 20mh 

^>is)l7n =• K 600mgSt>*J^^* U 7 A 490mg £flD;i 1 B^JDHfc 

)l, ^ * It > : yif jH-ril/=5 : 1) T-ff^l^ ^ it >- 
^•xf-;i/x-^;i/T-^r B 'fb lf:t, M%L. &fe$£H tit 3-[4- 
^ h **>-3-[N-(4- h l J7;i/^o^f;K>i/ , ;i/)]jj;i/A*f^;i/7i 

77-79°C 
Ttmfrtirm (%) C 27 H 26 F 3 N0 4 S 
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tUffc (%) C, 62.66; H, 5.06; N, 2.71 

mmm (%) c, 62.72; h, 5.06; n, 2.76 

3-[4-^ h ^r^>-3-[N-(4- h U 7 ;i/;fr □ p< > V )l ) ] * Jl ^ ^ 

J )17 * =.)]/ ]-2-{ 7 n t^">|^>i;jl/x7r^ l.OOg 

(DMit* 3- 1/ > 20ml igftt^JcftTx mCPBA 429mg £jfJD;L 3 0 #fSUf 

nvtzo s aw ^ mm^^x-m^m^L. mykmm 

^D7h^7 7-f-(i/U ^'SOK^'fb^ 1/ $ J -)\,= 100:1) 
T-*t^U kit 3-[HF^r^-3-[H44'J7J^ 

;i/)7*D^^>i^>y;i/x^r;KD^77r 1/ # V -M&Vt) 915mg 

(* 9 A : Inertsil ODS-2, * 5 AiSjg : 25°C N : 7 -fe h - 

h U;i/ : #3R'J >R(1->1000)=1:1, 7.5ml/miiK 8flj£«£ : 240nm) 

h 'J HT'gllfco ?§*I£ME©£U % fiction t>tLtz&.£ 

;i/ = ioo:l) -cafSU fcfifattti kbt»illft©^>i?;i/x7 

383mg &£>*&jlt£#:©^ > ^;i/x7r;H* 514mg £f#fco 
Mffi&fc<D^ > is 3L X r )l : 400MHz , H-NMR(CDCl 3 )6\2.55(l 
H,s,SOMe), 3.32(2H,d,J=8Hz,CH 2 CHS),3-79(lH,t,J=8Hz,CH 2 CES),3.93 
(3H,s,OMe), 4.73(2H,d,J=6Hz,CH 2 N),5.15(lH,d,J=12Hz,OCH 2 Ar),5.2 
2(lH,d,J = 12Hz,OCH 2 Ar),6.87(lH,d,J=8.4Hz,ArH),7.26 - 7.34(6H,m,Ar 
H),7.47(2H,d,J=8Hz,ArH),7.60(2H,d,J=8Hz,ArH),&.12(lH,d,J=2.4Hz,Ar 
H), 8.27(lH,t,J=6Hz,CONH) 

Mftm&n&ftffi C 27 H 27 F 3 N0 s S(M+l):fh££ : 534. 1562* 8i]£flt:534. 
1592 
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&M&fc(D^> i? Jl^Zr Jls<£:4Q0mz l \i-MUCK\ 3 )6 :2.60(lH,s, 

SOMe),3.26(lH,dd,J=10.4,14Hz,CH 2 CHS),3.35(2H,dd,J=4.4,14Hz,CH 2 C 

HS),3.79(lH,dd,J=4.4,10.4Hz,CH 2 CHS),3.93(3H,s,OMe),4.74(2H,d,J=6 

Hz,CH 2 N),5.13(2H,s,OCH 2 Ar),6.86(lH,d,J=B.8Hz,ArH),7.22-7.32(6H, 

m,ArH),7.47(2H,d,J=8Hz,ArH),7.60(2H,d,J=8Hz,ArH),8.11(lH,d,J=3.2 

Hz,ArH),8.26(lH,t,J=6Hz,CONH) 

mfrMmW&frtif C 27 H 27 F 3 N0 5 S(M+l):ff-|Hg :534. 1562, MfclM: 534. 
1562 

#&LTf#£ftfc3-[4-p< h *S/-3-[N-(4-h V 7 )l it U * 

>^i/)]*ji/yu-fji/7i-;i/]-2- ( * ;u a ;i/ 7 -r - ;w ) ^Pbr 

^>|^>i/-jl/x7f^ (it!S44ffc0^> v;i/x7 370mg 
!;7Jb3'>>!J^lllT, x#y-;i/ 20ml 7.535^ 7 V A& 
m(ffiiiMiiSffl^)100mg £jjQ;i N 7kmJ3 7>WWkLtz'&, g&Tkflttf* 

t£)ioomg jtrnximm, 7.5%/^ v h^mmmmm i &.)i^% * 

^^1IITI^§, ^M^MflE^iHlb/zo f#£>tlfe£t££#^ A? 
D7^77-f-(J/'J *y;i/,^^b^ U > :i^x^;i/ = 50:l ~ 
ffifc* U > : * * y - ;u : #R = 50:-1:1) T?»«H Lfc&, 
;i/x-x;i/-Z-tr h >~zmi(&m U m&&& tLX 3-[4-p< h 

-3-[N-(4- h u 7;i/^-D^5 L ;i/^>^;i/)]5b;i/A*^E >f ;u7 x-;u]-2- 

^J^jl/7^-il/7Dtt>| (i^ttft) 176mg£f#fc 0 
B&jS 135~137°C 

i^5IMft7 □ "7 h ^7 7 -f : 99%de ($J£lil# ; # 7 A 

Inertsil 0DS-3, 0 4. 6x250mm N $J£&£ 240nm N ffi.m 1 . Oml/min,^ 
ifr*§ T-fe h- I s >^7k(1^1000)=45:55 N ii ? AiSJg 

30°C) 
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Ttmfttirm (%) C 20 H 20 F 3 N05S 
ff-JM (%) C, 54.17; H, 4.55; N, 3.16 
(%) C, 53.94; H, 4.51; N, 3.13 
400MHz 1 H-NMR(d 6 - DMS0)S : 2.66(lH,s,S0Me),3.05(lH,dd,J=5.5, 1 
4Hz,CH2CHS),10(lH,dd,J=10,14Hz,CH2CHS), 3. 85-3. 93(4H,m,CH 2 CH 
S,0Me), 4.57(2H, d,J=6Hz, CH 2 N), 7. 1 0( 1H, d, J=8. 5Hz, ArH) , 7. 37 
(lH,dd,J=2.4 ) 8.5Hz ) ArH),7.54(2H,d,J=8Hz,ArH),7.66(lH,d,J=2.4 
Hz,ArH),7.70(2H,d,J=8Hz,ArH),8.82(lH,t,J=6Hz,C0NH),13.10(lH, 
br s,COOH) 

mmiZ LT^SfcUTff t>tltz3-[4-* h * v-3-[N-(4- h U 7)1* 
o * ^;i/^>^;i/)]£;i/;\-^E-f ;U7 x-;i/]-2- (^f ;m;1/7^- 

#) 480mg fcilTcffHCjlfc^V VfribtZ Z tlz £ *) &&*£H t VX 
3-[4-^ h * ^>-3-[N-(4- h U 7;i/^D^f;i/^>i;;i/)]*;i//H^ 

270mg £f# fc 0 

127~128°C 

Mftmmn&frffi C 2 oH 21 F 3 N0 5 S(M+1 ) igf^^IS :444. 1093. Wife 
11:444.1090 

400MHz 1 H-NMR(d 6 - DMS0)d : 2. 68( 1H, s, SOMe), 3. 02( 1H, dd, J=10, 13 . 
8Hz,CH 2 CHS),(lH, dd, J=4, 13.8Hz,CH 2 CHS),3.86-3.91(4H,m > CH 2 CHS, 
OMe), 4.57(2H, d, J=6Hz,CH 2 N),7. ll(lH,d, J=8.8Hz,ArH),7.38(lH, 
dd,J=2.4,8.8Hz,ArH),7.54(2H,d,J=8Hz,ArH),7.66(lH,d,J=2.4Hz,A 
rH),7.70(2H,d,J=8Hz,ArH),8.82(lH,t,J=6Hz,C0NH),13.22(lH,br 
s,C00H) 

Mi#^n? h ^7 7 ^ -i&jgt£ifc : 98%de ( ; £ ^ A 
Inertsil ODS-3, ^ 4. 6x250mm, iffl^ifcg 240nm N if 1 . Oml/min,^ 
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h - h U ;i/ : 'J >&3k(l-M000)=45:55, * ^ AiSE 

30°C) 

9 ) 

3-[4-^ h =^>-3-[N-(4- h >; 7 )\/iru* ^-;i/^>^;u)]*;u/\*^ >f 




3-[4-^ h * ->-3-[N-(4- h >J 7 )U* d ^ ^;u^>^;i/)]*;i/A-^E 
^ ;i/7 i-il/H-(/f;i/f^)7D t^^- 1.50g 
©Jgft^ 1/ > 30ml i^C*^^ mCPBA 800mg £flO;U 30 #R8il 

^07^77j-(^'i * ^Kitto^ U > : ^ ^ y -;u = 100 : 
1 -50 : 1 ) T-*liK IT 3-[4-^ h * ^> -3-[N-(4- h U 

7Ji/tD^fM>i;;v)]A;i/;tt^i/7i-^]-2- 
7 ^ -;i/)ro tftf >^ ^;i/x7x^;n.22g£f# fc 0 f# £ tifc 3-[4- 
^ h ^^>-3-[N-(4- h »J d >(f jK>^;i/)]*;i/A ,: E^ ;i/7 i 
-;H-2-(^fil/7,^7 4 -)\z)7u)Zjlr>Wi* f-^^^T 1 ^ 1.02g 
(Dt&fc I, > 20m\®%HZ7ktfiT, mCPBA 550mg ^Jax., ^^T* 7 

[N-(4- h 'J 7 u t 3-)l^>i/)l,)]ti frs^^J )17 i-;i/]-2-( ^ 
?- ;i/ 7 ;u * - ;i/ ) 7* □ t: * > ^ ^ f- 7 5 1 ;u 750mg %mtz 0 
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lk£ 144-145°C 

^mfrtifm (%) C 21 H 22 F 3 N0 6 S 

ff-*fl[ (%) C, 53.27; H, 4.68; N, 2.96 

mmm (%) c, 53.12; h, 4.48; n, 3.00 

3-[4-/ h ^rS/-3-[N-(4- h >J D * ^ ^ ^ > v ;U ) ] i3 t 

4 ;i/7 x-;i/]-2- ( ^ ^;i/7;u*x;u) t*o >^p< ^;i/x7 r- 
;i/ 300mg £ ^ # y — ;i/ 6ml tzmfr b, 1 mol/1 TK^-fb^ h 'J O A7jc 
$tt 0.7ml ^UPx. , 50°CT* 1 B*MiDflft«# Ufc. 
>>*x^x-7^T-&#Uko TkJf £ 2 mol/1 ffi»7fc»*tf pHl ~ 
2 b, JeflS* 1/ >£TlfifcfJ bfco W*8Jl&7j<, fiSWAffiTk^HM 

i: It 218mg (D B$)M*'&tzo 
®l& 158-159°C 

Ttmftmm. (%) c 20 h 2 oF 3 no 6 s 

ff-JHI (%) C, 52.29; H, 4.39; N, 3.05 

nmm (%) c, 52. 11; h, 4.20; n, 3.05 

(KRtil 1 ) 
KB 

10%®^J&J/EJfil?if Ham's F-12 *ttifc: T«« U CHOMtC, PS 
Ol?Bf GAL4 © DNA & thi PPARa&tf 7 © U #> K 

*££^t|c (Biochemistry, 1993, 32, 5598) h © Rk£ * > ^ * R 4 % 

mtzg^for^z* h* , gal 4 tc«t t)»tt-fb$tis*^;u;i/*>7 x 

^--tfbtf-^-T^;^ K(Promega *± )& |*] gflfli ip i: bTGD-i? 
r>'fn;b^7i7-t777^ h* (Promega *t )£ 'J # 7 x ? h 
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is K(DMS0)tC&fl?L/r (DMSOg^itjg 0. 1%) ttttfc&ttfttfttffiX 
£J!tfJI§b£ 4 mjfclfil}i£ lOJtett Ham's F-12 *Jft7f H§¥ U T tg§| I, 



(It) 



PPARa 



50 ( yumol/1) 



3 2. 1 

7 1.2 

(8S)-HETE 1 . 3 
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lit h wkiftmmt tTs ppar &M-$t zmmfiLm-pmmmm® 
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fir ^ co> IS 

1 . -«S ( 1 ) 



o 




0) 



[5$*, Rii^;i/^Jr^Is ch 2 chxcoy ( c: c 

-r-Xli^;i/^7-hSX(i S(0)nMe (n=0,l Xli 2)?:, Y li 7" S 7^ 

2 . 4-^ h *^-3-[N-(4- h iJ7;HD^fM>i?il/)]Ajl/A ; E 

3 . 4-^ h ^ v-3-[N-(4- h »J 7;i>:t □ * s^i/)]*;^"^ 
^ ;u7 l iSfKofb^o 

4. 5-[2-*^A ,; e^;H-(^^;i/ft)xf;i/]-2^ b*$/-N-(4- 
6. 5-[2-* ;i/^-^E ^ ;i/-2-(^ ^;i/7 ;u^-;i/)ji^;u]-2-^ h * 
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S/-N-(4- h V y J^^ru ^^-)]y^yi;)v)^> XT K KT-*5H#J! 1 

7. 5-[2-*;i/>'^^;i/-2-(^;i/*7 , h)3i5 1 ;i/]-2-^ b=^>-N-(4- 
MJ7Jl/tD^f;K>y;i/)^>X7^ KT-&Slf 3<JI 1 SB 80 ft 

8 . 3-[4-^ h * i/-3-[N-(4- h »J JK>^;V)]>!j;i/ 

/^>f;i/7i-;i/]-2- ro £tf >^T-& l 

I2fs0ft£$Jo 

9 . 3-[4-^ h **>-3-[N-(4- h U 7 U * ? is )), 
1 0 . 3-[4-* h ^ri/-3-[N-(4- h 'J 7;^D^jK>^^)]5!j 

il^JI l iB«©ft£tio 
l l . ( l ) 



o 




(D 



Rtt3b;i/#*$/gx CH 2 CHXC0Y ( 3 c 

T-X(i^;i/*7*h^Xli S(0)nMe (n=0,l Xtt 2)£, YttTS 
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